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Supplemental Fig. 5 . The identical LC-MS/MS CID spectra of [M+H] + ions between the human liver microsomal metabolite M42 generated from the M9 synthetic standard (A, the MS data in centroid mode) and plasma metabolite M42 isolated from a pooled dog plasma sample (B, the MS data in profile mode). Fragment ion m/z 296 was probably formed by a Retro-Diels-Alder reaction (C). Fragment ion m/z 324 was likely produced by the loss of an acetyl radical via rearrangement, as supported by further fragmentation of m/z 324 in LC-MS 3 experiment.
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Supplemental Fig 6.
Specially designed LC method for M42 metabolite isolated from a pooled dog plasma sample, showing two diasteromers due to hindered rotation at the aryl-aryl bond (A), a collected fraction of the M42 atropisomer 2 (B), the converted back 1:1 diasteromers after the M42 atropisomer 2 was heated at 60 °C for 14 h (C). The retention times on these three chromatograms acquired on different days differed slightly from each other. The LC experiment was conducted using a 4.6 x 100 mm C18 column with gradient mobile phase of water/acetonitrile containing 0.2% formic acid at the flow rate of 1 mL/min.
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Supplemental Fig. 7 . A tentative mechanism involving the formation of a 5-methyloxazole ring for M9 and a subsequent pathway leading to M42 was once considered (A), however, in vitro incubation of hypothetical intermediate M4 did not generate the metabolites that would be predicted by the putative mechanism (B).
